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WHAT IS CLAIMED IS: 



1. A method of killing Na cell, comprising contacting a cell 
with a p53 profe^in or gene\and a DNA damaging agent in a combined 
amount effective t<3 kill said cell. 



2. The method of claim 'l, wherein said cell is contacted with a 
p53 protein or gene in combination with <X-ray radiation, 
UV- irradiation, 7- irradiation, microwaves, ctdriamycin, 
5 - f luorouracil , etoposide , campupthecin, actimomycin-D, 
mitomycin C, or cisplatin. 



3. The method of claim/ 2, whereiAsaid cell is contacted with a 
p53 protein or gene in combination with cisplatin. 



4. The method of claim 1, wherein/ 

/ 

recombinant vector that expresses/ 
combination with a DNA damaging 



5 . / The method of claim/4 
recombinant vector is 

iposome, a retrovi 
adenoviral vector 





cell is contacted with a 
rotein in said cell in 



expressing 
plasmid within a 
or a recombinant 



6. The method of claim 5, wherein said p53 -expressing 
recombinant vector is a recombinant adenoviral vector. 
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7. The^method of claim 'b, wherein said p53 -expressing 
recombinantVector is a recombinant adenoviral vector comprising 
a p53 express ionr«SLion positioned under the control of the 
cytomegalovirus IE pror 





8./ The method of claim/6, wherein saidrecombinant adenoviral 
v/ctor comprises a p53 expression region, tke cytomegalovirus IE 
romoter and the SV40 early polyadenylation sic 



The method of claim fi, wherein at least one gene essential 
or adenovirus replication is/ deleted from said adenovirus vector 
construct and the p53 expression region is introduced in its 
place . 



10. The method of cLdim 4, wherein the E1A and E1B regions of 
the adenovirus vectcfr are deleted and the p53 expression region 
is introduced in bheir place, 



11. The method of claim 6 , /wfierein said recombinant adenoviral 
vector is present within a /r|combinant adenovirus. 



12. The method of claim \1, wherein said cell is first contacted 
with a p53 protein or gene, and is subsequently contacted with a 
DNA damaging agent . 



13. The method of claim i, wherein said cell is first contacted 
with a DNA damaging agent and ^s subsequently contacted with a 
p53 protein or gene. 
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14. The method of fclaim Jr, wherein said cell is simultaneously 
contacted with a p53\protein or gene and a DNA damaging agent. 

15. The method of claiA r, wherein said cell is contacted with a 
first composition comprising a p53 protein or gene and a second 
composition comprising a DNA damaging agent. 

if iH 

The method of claim ^€ t wherein said first or second 
composition is dispersed in a pharmacologically acceptable 
formulation . 



17. The methocKof claim y, wherein said cell is contacted with a 
single composition comprising a p53 protein or gene in 
combination with a\DNA damaging agent. 



1*1 1^ ... 

The method of claim Iff , wherein said composition is 

dispersed in a pharmacologically acceptable formulation. 



19. The methoc^yof claim 17, wherein said cell is contacted with 
a single composition comprising a recombinant vector that 
expresses p53 in sfcid cell in combination with a DNA damaging 
agent . 



20. The method of claim\l?, wherein said cell is contacted with 
a single composition comprising a recombinant adenovirus 
containing a recombinant vector that expresses p53 in said cell 
in combination with a DNA darf^ging agent, 
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21 The method of ciaim ;u wherein said cell is a human cell 

22. The method of claimV- wherein said cell is a malignant 
cell. 



23. The method of claim 2 ) 2,\wherein said cell is a lung cancer 
cell. 



24. The method of claim 22^, wherein said cell is a breast cancer 
cell. 



25. The method of claim 22,, whereinNsaid cell has a mutation in 
a p53 gene. 

26. The method of claim ^V, wherein said cell is located within 
an animal and said P 53 proton or gene and DNA damaging agent are 
Administered to the animal in ^pharmacologically acceptable 
/form . 




27. A method of treat ih^sancer, comprising administering to an 
animal with cancer a therapeutically effective combination of a 
p53 protein or gene and a\DN£r damaging agent, 

28. The method of claim 2ft, comprising injecting into a tumor 
site a therapeutically ef f ectiveNamount of a pharmaceutical 
tomposition comprising a recombinant adenovirus containing a 



•78- 



4 




recombinant vector that expresses p53 in the tumor cell, and 
^contacting" the tumor with a DNa\ damaging agent. 

29. The method of claim 2lT # wherein the tumor is contacted with 
a DNA damaging agent by irradiating the tumor site with X-ray 
radiation, UV-irradiatioA, y-irradiation or microwaves 



10 



S15 



"2 0 



30. The method of claim /a, wherein the tumor is contacted with 
a DNA damaging agent by administering to the animal a 
therapeutically effective ami 
comprising a DNA damaging 



DuntiOf a pharmaceutical composition 
si, 

30U41U . 



31. The method of clai 
cisplatin . 




DNA damaging compound is 



32. A composition Comprising a p53 protein or gene in 
combination with a DN^ damaging agent. 



33. The composition of cNLaim 32^ comprising a p53 protein or 
gene in combination with aWamycin, 5-f luorouracil, etoposide, 
/camptothecin, actimomycin-D\ mitomycin C, or cisplatin. 



34. The composition of claim 33X comprising a p53 protein or 
gene in combination with cisplatil 
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35. The composition of claim 32, comprising a recombinant vector 
that expresses a\p53 protein in an animal cell in combination 
with a DNA damaging agent. 




6. The composition of cla\m 35, wherein said recombinant vector 
is a naked DNA plasmid, a plaWid within a liposome, a retroviral 
ector, an AAV vector, or a recombinant adenoviral vector. 



yi. The composition of claim 3^f, wherein said recombinant vectoi 
is a recombinant adenoviral vector. 



38. The composition of claito 3*f, wherein said recombinant vector 
is a recombinant adenoviral /v|p*ror is present within a 
recombinant adenovirus part/icle . 



39. The composition of/laim 32-, comprising a recombinant 
adenoviral vector present within a recombinant adenovirus 
particle in combination with cisplatin. 



jtff. The composition of claim dispersed in a 
pharmacologically acceptable formulation. 



17 ■ • 

yL: The composition 

administration . 



3^ 

of claim jrf , formulated for intralesional 



42. A therapeutic kit comprising, in suitable container means, a 
pharmaceutical formulation of a recombinant vector that expresses 
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a p53 protein in an animal cell and a pharmaceutical formulation 
of a DNA damaging agent . 

The kit of claim wherein said recombinant vector and 

said DNA damaging agent are present within a single container 
means . 

The kit of claim tyl, wherein said recombinant vector and 
said DNA damaging agent are present within distinct container 
means . 



45. The kit of claim 427 Comprising a pharmaceutical formulation 
of a recombinant adenovir/s including a recombinant vector that 
expresses a p53 protein /in an animal cell and a pharmaceutical 
formulation of cisplat ; 
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